Fishman and Tulchinsky (1) present evidence that the catechol estrogen 2-hydroxyestrone suppresses serum prolactin in normal ovulatory young women. However, in 3 of the 12 subjects studied the authors were unable to suppress serum prolactin and suggested that prolactin response to 2-hydroxyestrone is subject-and not time-dependent.
Fishman and Tulchinsky (1) present evidence that the catechol estrogen 2-hydroxyestrone suppresses serum prolactin in normal ovulatory young women. However, in 3 of the 12 subjects studied the authors were unable to suppress serum prolactin and suggested that prolactin response to 2-hydroxyestrone is subject-and not time-dependent.
In a study designed to evaluate the kinetics of catechol estrogen formation from plasma estrone in vivo, Bates et al. (2) were unable to compute the transfer constant of conversion of estrone to 2-hydroxyestrone because of intravascular metabolism of 2-hydroxyestrone by erythrocytes. During the infusion, the radioactively labeled 2-hydroxyestrone was metabolized to its methyl ether, 2-methoxyestrone, by erythrocyte catechol-O-methyltransferase (COMT). This finding led to the development of a radioenzymatic assay for quantifying COMT in erythrocytes with the use of radioactively labeled 2-hydroxyestrone as the substrate (3). Weinshilboum et al. (4) have demonstrated a bimodal distribution of COMT activity in erythrocytes from 373 randomly selected young men and women. We have not identified a bimodal distribution of COMT activity in our investigations, but we have found increased COMT activity in erythrocytes of pregnant women (5) , in women with pregnancy-induced hypertension, and in fetal blood (6) .
We suggest that the three subjects studied by Fishman and Tulchinsky who failed to have prolactin suppression may have increased erythrocyte COMT activity. This could result in intravascular metabolism of 2-hydroxyestrone before the infused material reached its site of action. We further suggest that measurement of erythrocyte COMT activity should be part of the investigation of catechol estrogen infusion studies.
G The data from the later follow-up are also relevant to Horn's hypothesis that teachers are less likely to retain in grade or place in special classes children whom they know were in preschool programs. If this effect existed, presumably it would occur primarily in grades 1 and 2, so that the difference between treatment and control groups should be especially large at that time. Just the opposite was found; there were no significant differences in the first two grades (pooled z = .02, P = .98 at the end of grade 1; pooled z = .92, P = .36 at the end of grade 2). For all projects combined, at the end of the second grade the proportion of children classified as failing to meet school requirements was 39/515 (7.6 percent) in the treatment groups and 23/234 (9.8 percent) in the control groups. We plan to report those results in more detail in future publications.
RICHARD There is a thin (-1 cm) layer of wood shavings on the floor of each cage. Twice weekly the rats are removed from the cages long enough for the fouled shavings to be removed and replaced with clean shavings. If the shavings are not changed within 30 days, the accumulation of excess urine and feces leads to the production of ammonia, which may produce lung lesions in the mothers and pups. Failure to change the shavings for 30 days also violates guidelines established by the National Institutes of Health (2) and could result in the loss of accreditation of the laboratory by the American Association for Accreditation of Laboratory Animal Care.
The extensive "'hand gentling" described by Libbin and Person is not necessary to prevent maternal cannibalism.
I have conducted experiments in which the mothers are either weighed three times per week (3) or weighed only on arrival and not disturbed further until parturition (4) . At birth the pups are removed from the mothers, pooled, randomly assigned to other mothers, removed again, weighed, injected with drugs, and returned to the surrogate mothers (4) with virtually no resulting cannibalism. The pups can be weighed one to three times weekly throughout the nursing period, as needed. All these procedures involve routine handling similar to what nonpregnant or nonlactating rats receive. I did not observe that "merely handling pups, as in the carrying out of simple injection procedures, produces [cannibalism]" (1). In fact, cleaning the cages, weighing the mothers and pups, and manipulating the pups experimentally may serve the same purpose as "hand gentling."
Cannibalism does occur in laboratory rats, but is generally restricted to the consumption of stillborn pups or pups weakened or dead as a result of experimentation. Usually there is a 12-to 24-hour interval between death of the pup and its consumption by the mother. In discussing briefly in our report (1) some techniques used to circumvent the problem of the immune rejection of islets, we incorrectly referred to Sutherland et al. (2) as injecting neonatal rats with DL-ethionine to prevent rejection. In fact, Sutherland et al. treated adult rats with DL-ethionine only as an adjunct to the preparation of islet tissue. In our statement on Mullen et al. (3) we should have said that these workers used fetal pancreas in an attempt to avoid rejection and cited an additonal reference (4). Further, it has been pointed out (5) that the term allotransplantation would have been more appropriate than isotransplantation in describing our experiments
